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(57) Abstract 

Biphenylamidine derivatives represented by general formula (1) or pharmaceutical^ acceptable salts thereof, both being novel 
compounds functioning as clinically applicable Fxa inhibitors. 
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10 * ft it 7k s m m iz m m t h u * ? )\> 7 )v s ^ •? a , h ui? jpt 

)H-H, h "J 7 ;P 7 ;P 5 x 0 A 75: £ © h U 7 ;U * )V 7 )V 5 - 

^a^. a * > , ^ > *t? > > h;i>x>fc£0***ftfl:7K*5R8«t 

^T - 1 0-5 otcti^i, 1-1 2 P# BU}£ # b , £ d C 7 ;P 
3^ y^f Jl/7i^J^/^ - h UJP#$ - 3 0 - + 3 0*CfcT»P 
15 > 1 0-1 0 0ttT6~2 4^l1i^t5^ii: t tOIfTl-§. 
$? £ L < , ^ > > £ 7c « h 7P X > K & 7 > * ^ ? A £ 7J[] 7t . 
£ £ 0 - + 3 0 t f: T h 'J ^ f ;P 7 ;i/ 5 - A © ^ > $ 
^\^1f>^^$^TL. 2-6f$R8j*#L, £ S 7 * v * 3 1 

^7i-;k> 1 /- h u <d i > -t? > , *fctth^x>»tt*Jn 

20 X.T40-8 OtllTl 2-1 8 B# f9 fr *l & o 

(i v) - jft ^ (1) T^£*l&ft:£#J©5-£, X 1 £ L T 7k sit 

If tfettC 1 - 47A3^y)!lJ^^JHH^t:7i^l'7; 

5? > » * flc 14 , xMJ;i>#«4fifc**££t*JR**l~4©7Jl/:i 

-;U (R 8 OH) SKjSS*T#&n5'f3^-m£ (5) K 7 > 
25 *x7*fctt#a75>«£KJESttS£fcfc.fc&»i6TSS. 7c 

atfRTC (i v-a) . (i v-b) fc3K£n*#ffifcJ:?)£ 

(i v-a) APy>ft^CSR©7;p3-JW»a!*ffl^fc'f5^- 
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ML*I£*75^,ML£JS : 7 ;p □ * : s * * )V 7 x X )V « > V X h 
U^#t7^3-*S ( R 8 O H ) *H^-FJ#4£)bB, 

5 (r 8 oh) \zmmLxmn? % z tK&vmft-rz . ej&u 

It, - 2 0-3 OtCXl 2-9 6 B# [13 fr fc> ft £ « 0SL<IJii 

it * X © * 9 J feU<«x^y-;i/^^^, - l 0 - + 3 0 "C 
T 2 4 - 7 2 B||gfTfetl5. 

10 t H □ + •> Jl' 7 5 > , kF,7J>>, *^/t5>iIXfJHftt*0 

75>£S^tr**y-;p, x * / - ;i> ft £ © sli & l - 4 <£> 7 ;u 
n - ;i/ ^ , Sfcttyxf ;vx-f Ji/^t'oiilx-f^i, * fc 

15 ^^tBt'7i-^7iy>|lft^4)JEt^ £ Jfc » il ST , - 
1 0-+5 0tfflfilTl~4 8 R# IS fr *> n § . *?£L<«**y 
- )]/&ft\*X9 J - ;p . 0-3 OTCCT 2~ i 2^rafirt>n-5o 
(i v-b) Aoy>fc*3&*fiS&i«K€f£*&#SW»Lfc'f5 
* r -h*IK*735?,Mfc£jS : 7)^ + y ^^7i-iK>y; 

20 MJJH$i:7;i/3-^ ( R 8 O H ) © £ Jto \t , ftiitf, 7 )V 3 * 

-> * ^ )V ? x x )V i > V x h u ;n* * . v 5 x ;u x - f - ;i/ ts. E <d m 
ffiMx--?- )im. < tt*nn*;PA&£©Aoy>fl:0Sfl:*SS 

< izfemammm i ~ 4 o7 & n - )im cr 8 oh) zDuz.xmw 

25 14*6, -3O~OtfcT«fc***Jlfc**©ADyWb;0C* 
£3 0#~6($|B]i!K#jA^, ^£>&ifc£&3-£ii;#. 0-5 Or (I 

T3~9 6^K«#-r^>-<ht3j:Djiff-r^o if s u < tt . s * *> 
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**®f«#Lfcj&*s* - i o-o ttt, i ~ 3mmt&it&mz 

Z.<D £.0 \Z LXn Z tlfcf 5 V - MS , 7 > X 7 , SfcBkF' 

**#tr**/-;K x*/-;nfc£©&3*#i ~ 4 o 7 ;p □ - )V 

ft m. 4> "c if # ? s z. t iz .t 19 » *3£Wft^*-c»<5tf7x-;i/7 
10 5> J >!^##:(C^^T^^o £ J£ « ii ft , - 20~+50tfliai 

7? l ~ 4 8 flrffflfr fen* . IfiK ttffiSiV >*x7x*/-;i/*, 

0-3 0ti:t2~ 1 2 R# HI fx fl * . 

T tt . ±12 (i v) IUotSISn5H7i-;i'7 5^>ft0 5 

< X * - A 2 > 

R 1 R 1 

| -|-CH 2 -0-Y [I -pCH 2 -0-Y 




COOR 9 COOH 

20 [ ^ * , a. r 1 , y a id ffi - K (i) Ttl^nsitsti 

f fc t> % , ± IE X*-A2T^£ft<5JjO ^Stlb 
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h'j7j^D^>xj^>i < P - h )v x > x )i * > m m ifi m w 
Uf^->7>, & <t ^ x x x ? - if & £ © @? si # inf s n s „ s 

5 Jto K ffl V> § m m t L X it , 7K» 7 7t ^ :* * 1* > > 

THF, DMF,. DMSOSt'OlttjSU, *>L<«*-*l6©ig£- 

H £ « il 16 , £ S * It tt JO S T T 2 ~ 9 6 B# ID 

io £ £ , ±IH0*ftCJ:oT^jlt$n§-tit (l) T ^ £ ft 3 fl: 
£ * © 3 * , R 5 tlt*IHf Sfcofc^lto^TB, a a a 

15 <X + -A3> 





J-CH 2 -0-{~^-(Cltt k A-^^V^. CH2 _ 0 /^A_ ( cH 2 ) k 

, ' „ r NH I . ^L, r N_R 6 

COOR (Ch2) ™ COOR <CH2 ' m Y 

NH 

[ + , a, r 1 , r 6 * k, m a , m he - $ £ (i) T j£ « £ ft 

* / - ;K i^;-j^f«)KiS[i-4©7^3-j^ 1 & s v> 
tt y x 5 1 ;i/ x - =f )v ft E © m tn M x - t- ;p s , * □ o * ;p a ft E <d 

A P f > <t ^ *L * m m. , DMF, DMSO&i'OlMI, b < 
25 tt;ift6©8£»fi*, i&g^ftTTil^, «#*T*;:£ fc.fc»Jlit 
lTt5. S « tt il # , £fifcTl~2 4ISIBIfT3. IS^IIH 
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x \t , n - ^ 5 1 )V =t )V * u y , h'Jxf;i'7 5>. yyaK* 

if ji^7> >, * & ft * h u # a . KMitx v v j*tz ntfmtf $ n 
s s -ttsc (i) $ n<Mb£$ © 5 , ihixh 

5 t * ^ # * 5/ ;p £ £ * t* * fb & <Kl O ^ T > RTO (v i i i) , 
(ix) , (x) iigt^StioT, #;u#*->;i/g£®*£>x 

( v i i i ) * )V # * 5/ ;i/ g © 7 » □ * <> * )V # - ju & ^ (o m 
& : - ** a; (i) xm.t>z nzit&mo ? , m&&x t vx t> * ; 
io jH + v^s^w-r^fb^^i, s*t>u<ttia*io7;i/*ji/^bJW j 
( & t « , 7 ± h * ~> m it * 9- )V , tf a* o -r □ * -> £ fb ^ ^ ;u * 

if <fl 7 ~> □ * 1/ % it * 7 )V m , Sfcttfift7U^Si, * fc « £ < b ^ 

i- 

T H F 3ft E <D m J» & X - t- ;i/ 3£ * fc tt D M F 7ft E O * 7 □ h > tt M \ 

15 tt^^feb<«^n^oji^^^^, h u x ? )v 7 5 > * v 5 -r v y j 

□ tf^XfJl/7^>^0 3f75 >I#ST, - 1 0 ~ + 8 0 t i: I 

V> T , 1-4 8P$^SJt>5tS^<!:l:J:0, *J^>t^7J^ | 

* 5/ * )V # x ;P * ^ m VL t *> Z. t ifi X # Z . $? * U < \t . £ fi ~ /Jn j 

ii»®7;i'*;Mfc#J*fllV>, i>-f V7Di;jHf ATS >#ftT, j 

20 2 0 - 6 0ti:T2~24^[|fft)tl§. is 

j 

(ix) 1l )im<D7 y )lu*yfi - )im^<DmWk : \ 

-«at (i) xm.t>z nz>it&%>i<D o iisxHt*j^^ \ 

>< ? zitft® t , % m % v < « m m <d > ? )v 7 >v n - )v \ 

ue<d7 ;m - jus, 5? * o o * * > 7ft e <o a p ? y it m it * m \ 
25 isiniu, &it*m, mm, x;^ ci«u#aT 

ff t> n * . 0 * l < « , mm-^mm<D7 )^n-)vm^m^. v< 3 
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y Mf ^7 5 >#ffiT, 2 0-6 0 t i: X 2 ~ 2 4 1$ HQ ff 

( x ) * ;p # * ;u s o 7 u - ^ * * A * - ;p s ^ © « « : 

- « S (1) T?«fcSnafl:£4fe©-5"6, IIIXHTA)^ + 

5 v » & £ *r -r 5 ft £ « t , ^ftt>b<ttii«®7x>'-;u&£©7k 
ai^aETfij&Sitst, * ;p # + -> ;p at * 7 u - * * * -> * ;p # x 

10 4 8Kf|fflfftenS. £ L < , ifii;T3~2 4PtKfffcn5. 

a * > - « ( i ) t ^ $ n s ft £ #j & ^ © m & *n © x - x ;p ft > 
7 5 v y ft . jp tk at m . 7 ;p * ;i/ 5 h -f ;u ft & £ , ^ n # a* il # 

15 ^±©«fc-5fcLT«ifiSn'«lf'7xx;i/73^>«##: (1) tt 

»j is a ft , s « a ^ t «fc d , * m , *!«T*;r£#-e£*. * & , 
^awft^flfcon^Mc^issnsifitt, a * © at* r j£ * jk -r 

20 

* BJ £ ^ T K gg it 0>J , 3Sffi«;fttfttftfllK:«fc^Ta#8n;:WW 
-f 3 . L*l/ft««6, *58M©«LHtt^tiS©^J10!im;oT^^ 
5ft***tcfeViT , b*ilfi*ti« , b©Ttt^v>. 
[« i ] 

25 3-7$/-5-fc h'D + y^f J^Ifl^f jUXf^ 




COzMe 
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3--FD-5-n + yAJ^-i^I#l8 5g^l« 
TtTH F 2 0 0m 1 * 1/ , *ftft#b&#6#7>v ? *3 1 ^ 
X*7-f Hf#4 3. 4 m 1 £ Jin A . 18BIW«#l/fc8K 2 0 
0ml COM&M Z-fcWftJ V 0 A 9 6 g £ An , »»X^;i/-CJftttl 

S,5nftH#SI8lf^ 8 0 0m 1 i§ b , 1 0%Pd/C 7 
5.0mg*iB*7K*&ilE~FT?«#bfc. E iS » 7 & . Jtigb-JgOIL 

1H NMR (270MHZ) : d (CDC 1 3 ) 7. 39 (s, 
10 1 H ) , 7. 26 ( s , 1H), 6. 89 (s, 1H) , 4. 64 
(s, 1H), 3. 8 9 ( s, 3 H ) , 2. 30 (s, 1H) 

t s it M 2 ] 




C0 2 Me 



Saii^J i t^f; 3 - 75 y - 5 - kFD + y/ fj^II|^f 
jHXfJl/3 4. 3gSTHF 2 0 0 mli:iSjia, * ft « # L & 

■frznvwLfcmmi 5 gsa^fc. » # d & # m m m * h >j ? a 

13. 7 3 gOl 0 Om U^^JiDxfc. 0TCT40#fH8!#U 
20 Tc & , a^fti'Jf A3 4. 6gCl 5 Om l*gtl)BAf;. 4 
01CT?2l$|BIJ*#Lfc&, 3 0 Om 1 0Jtc£Jn*.T«l«l/fc. St $? 

2 3 . 1 g ( 4^2 % ) * # £ . 

25 1H NMR (27 0MHZ) : 6 (CDC 1 3 ) 8. 29 (s, 

1 H ) , 7. 98 (s, 1 H ) , 7. 93 (s, 1H), 4. 72 

(d, 1H, J = 5 . 6 H Z ) , 3. 92 (s, 3H), 1. 81 
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(t, 1H, J = 5 . 6HZ) 
[«0»J 3 ] 

•nHD^'>- (3 - is7 S 7 xZZ > 




B(OH)2 



3-^O^E^>l/-hU;P2 0 g^^lTHF 1 0 Om 1 \Z®fr 
L , ggfllTT, lHVyD*+->^7>3 7. 6 m 1 ^ » 
X_ 7c „ 7 8 t C ?n Si I , & # L £ £ , 1 . 6 M n 

-^fA'Jf "?AA#t>l«9 8. 3ml S» 3' 0 Tf »T I 
10 fc . 

SST30^8tflfc«, OtCftiU, 4MSt^ 2 2 Om I I 

X & . n ® » tt * - *fe » fln Hflfc U , Sl/o tliftiL, 5 m 7k 
itthU^A^^SS 4 Om 1 £ fin ;i , yx?^x-f >2 0 Om 
1 T & (BLfc. 7K ® £ > 6 Mli^ p H 2 STiP^fc. MX 
15 ^ )l 300ml T21iiiiU M g S O 4 T^I L fcl, 

£ L . !5iTftl4l«ft*DMF-*)l>5SISiL X HI © ffc £ 
• H. 6 g (72%) 

1H NMR (270MHZ) : 6 (DMSO-d6) 8. 5 (b 
20 r s , 2 H ) , 

8. 3-7. 6 (m, 4H) 
[ fl ft M 4 ] 

3 - (3-vT/7xn;i/) - 5- (kFDty^fjn £ ,t # j& 

25 
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I 

C0 2 Me 



mm.w 2 T*mrz 5 - t h □ * -> * ^ - 3 - a- k & 

)V X X x ;P 3 . 0 8 g £ , §|^tT, ^IDMF 5 0 m 1 

b , ufl^KlIIW 3Tifd^«2 . 3 2gtK«*'J!)A2. 

5 18g<h-rh7^X (Fij7i = *7tX7^>) /t7^n 
(0) 4 5 6 m g £ 7JP X. a S5nfcl^*S9 OtT-l, JjD 
&«#bfc. 7K**n^.TSJS*<?±b> ffBx^^Til&ffl b, Mg 
S04TglLfci, j« £ fg £ b . i/iJ*yj^5A^D7F 
? 7 7 4 --dUSkls* &m<D{£&*>* 2 . 0 5g < 7 3 * ) f# fc . 

10 & "fe ^ iH . 

1H NMR(270MHZ) : 6 (CDC 1 3 ) 8. 2-7. 
5 ( m , 7 H , A r — H_) , 4. 84 ( d , J = 3 . 7 H Z , 2 
H), 3. 9 6 ( s , 3 H ) , 2. 1 (brs, 1H) 

[ m. it m 5 ] 

15 3 - (3-y7/7i-iH - 5- (7x7 tv^f^) $1§I 




COzMe 



g sli 5? H ^ T , 38ii0i4T#&3- (3-'/7/7i=*) -5 
20 -k HD + y^f J^III^f JUXf )n 0 mg^^^TH 

F \z m ^ b , zoymwiz, lit, 7xy-;uio. 5mg,- F'J 

7i:^7tX7-(>3 5, 4 m g , 77y)!jJH>iyi?^ 

2 i w i * jn * & . iif-fta#L, $ « £ ^ £ b . n n * -> 
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(77%) # ® & n f c ( * £ , & & ) . 

1H NMR (270MHZ) : 3 (CDC 1 3 ) 8. 2-7. 
5 (m, 7 H ) , 

7. 4-7. 0 (m, 5H), 5. 17 (s, 2H), 3. 97 (s 
5 3 H ) 

\.%mm i ] 

3- (3-7v;/7i-)H - 5- ( 7 x J * v * )l ) Slf 




l 



10 COaMe 

5 <D4t&VJ 4 5mg^iaHC l X * y - ;i/ » 8 rt> 1/ 
St # L . *g & £ ® £ L , £ftfcl&jRl7> : EX7X 

* / - ;i/ & m £ jp a , ifiTsst-ftfijfbfc. » a s e £ l , 

HPLCT»«|t§t, ilffl<t^i2 Omg ( <R * 3 3%) 
15 *j}6nft ( Ml £ , H flc ) . 

1H NMR (270MHZ) : 6 (CD30D) 8. 2-6. 

9 ( m , 12H), 5. 24 ( s, 2 H ) , 3. 96 (s, 3H) 

immrn 2 ] 

3 - (3-75?/7i=A) - 5- (7iMy^)H Sfif A * 

20 




I 



CO2H 

IlilTf etltft^ll Omg^ 2NSI (2ml) C JO A 
8 0tT?2 HBa^bfc. ^JIISSL HPLCf^li^lt^ 
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t , & II © fl: & 4 . 8mg ( JR * 5 0 % ) ( * ft , © 

AO o 

1H NMR (270MHZ) : 6 (CD30D) 8. 2-6. 8 
(m, 1 2 H ) , 5. 22 (s, 2H) 

5 [ m it m 6 ] 

3 - (3-y77 7i-JH - 5- { i 4 - * ? )l X ? )V) 7x/ 
* •> * 3 1 ;P ) $ISI^f JH^tJI' 



-^f ;nf ^7iy-;^nnA, t»»stifc*»©<t^*3 3m 

g ( iR m 3 8 % ) ©£H0fl:£*!l£fcfc. 

1 H NMR (270MHZ) : <5 (CDC 1 3 ) 8. 2-7. 
5 ( m, 7 H) , 7.16 ( d , J=8.6HZ), 6. 
15 93 ( d , J=8.6HZ), 5 . 1 5 ( s , 2H), 
3.97 ( s , 3H). 2.87 (sept. J = 7 , 1 
H), 1.23 (d, J = 7 , 6H) 
[£■&#) 3 ] 

3 - (3-75v J /7x^i;i/) - 5- ( ( 4 - ;< 3 1 ;i/ X ^ JlO 7 x 
20 J * > * ^ ;p ) t^^JUXf^ 



§Jjt0J6TM#<S>n£4b£^£ffl^T, Si J51 0>J 1 £ ft « 0 # ft T . 




CC^IUIe 




COaMe 
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18mg («$41X) 

1H NMR (270MHZ) : fi (CD30D) 8. 2-7. 
7 (m, 7 H ) , 7. 17 ( d , J = 9HZ), 6. 93 (d, J 

= 9 H Z ) , 5. 21 (s, 2 H ) , 3. 98 (s, 3 H ) , 2. 

5 85 (sept, J = 7Hz, 1H) , 1. 2 4 ( d , J=Hz7, 
6 H ) 

3 - (3-7i^/7i-)H - 5- ( (4 - ^f JHf Jl') 7 x 

y * -> ^ ^ ;p ) £ m # g? 



g ( ir * 4 o * ) (Dmmoit&yi zntz . » h # . 

1 H NMR (270MHZ) : <5 (CD30D) 8. 3-7. 7 
15 (m, 7 H ) , 7. 17 (d, J = 9 H Z ) , 6. 93 ( d , J = 
9 H Z ) , 5. 21 (s, 2 H ) , 2 . 85 (sept, J = 7H 
z , 1H) , 1. 24 (d, J — 7 H z , 6H) 

[ ft m. M 7 ] 

3 - (3-->7;7i=JH - 5- ( (3 - (2, 2, 2 - h 'J 7 
20 **P7-tf*75;) y ? ^ ) 7 x / * v * ? ^ ) 3? S # 
;i/ x 7 t- ;p 



10 




C0 2 H 




COzMe 
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mmm 5 1 m & <d m-v s. j& & f? -5 w , 7x/-^o^t>0K 3 

- (2, 2, 2-MJ7^tD7tf^7i7) ^^^7x7-^ 
£ fln , 8 8mg (JR^8 4%) OlSOft^i Jllfc. 
1H NMR (270MHZ) : 6 (CDC 1 3 ) 8. 2-7. 5 
5 (m, 7H), 7. 4-7. 0 (m, 4H), 5. 1 8 ( s, 2 
H), 4. 52 (. d , J = 6 , 2H), 3. 98 (s, 3 H ) 

t m m m 5 ] 

3 - ( 3 - 7 5 P J 7 x 'n )V ) - 5- ( (3 - (7^/f 7 
x y * v ) 7 ^ )V ) JUXxf 

10 




I 

C0 2 Me 

Sil^J7Ti6nfcfc^ll8 0mgllft^fl/>l 0ml 8 

v , 7^y-;uo. 1 m 1 ^)ni, :©iii;otT)Hk*$j 
15 % nrcmfc\z&m t > t -7 x * y - » 6 m 1 £ fln x , ^ s i? 

8 B# IB) it # b fc . lUSSL, ^;-*2mlJtf, 
thU!7A*)l«lml -lft3fiTl*#L;fc. » * * T f» 

fpu> iajfHPLCTf^anifib,. *sfi©^^ 

|5mg ( IR * 5 36 ) £ # it . 
20 & £ @ # o 

1H NMR (270MHZ) : 5 (DMSO-d6) 8. 4-7. 
0 (m, 1 1 H) , 5 . 29 (s, 2H), 4. 02 (brs, 2 
H)3.92(s,3H) 
[*M0>J 6 ] 

25 3 - ( 3 - 7 S^/7i-^) - 5- ( (3 - (75/^f 7 
x 7 * v ) 7 5" )V ) £ A # Wt 
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HN 




CO2H 



5 1H NMR (270MHZ) : 5 (CD30D) 8. 4-7. 0 
( m , 1 1 H ) , 5. 28 ( s , 2H), 4. 09 (brs, 2H) 

immm 8 ] 

3 - (3-->7y7i=*) - 5- ( (5-^PD-4-^^;U- 
2 - (2, 2, 2-MJ7J^D7tfJk75/) - 7 x / * ) 
10 ^fJ^ SIll^fJU^T^ 



m it 09 5 1 m m © # & -e s & * n ? # , 7i/-^oftfcoi: 5 

-^00-4-^^^-2 - (2, 2 , 2 - h'j7J^D7tf^ 
15 757) - 7i;-i^iD^, II©ft^«|6 8mg (3 6%) £ 
# fc . 

1H NMR (270MHZ) :<5 (CDC 1 3 ) 8. 2-7. 0 
(m, 9H), 5. 24 (s, 2 H ) , 3. 99 (s, 3 H ) , 2. 
3 5 (s, 3 H ) 

20 [ mm m ? ] 

3 - ( 3 - 7 5 5^ y 7 x - ;i/ ) - 5- ( ( 2 - 7 S > - 5 - ^ D D 
- 4 - ^ ;k7 x 7 * v ) ^fJH Slil/fJU^j^ 



CI 
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CI 



HN. 



yO 




Me 



C02Me 

%m.m 8T# zntz it &®&hkx, mmm 5 
m m <d it & m 3 . 5 m g (5%) zmtc m&®&. 

1 H NMR (270MHZ) : <5 (DMSO-d6) 8. 4-7. 

5 7 (m , 7 H ) , 6. 96 ( s, 1H), 6. 61 (s, 1 H ) , 
c o c { * o u \ o no/,, o u \ o i o / - q 

H ) 

[ « ft 8 ] 

3 - (3-7^;77i^H - 5- ( (2-757-5-^DD 

io.-4-^^7i; + y) * ^ )i ) £ m # m 



^ , 1. 40mg (10%) 1? ^ M © #1 £ f# 7c o 
15 1H NMR (270MHZ) :<5 (DMSO-d6) 8. 3-7. 
7 ( m , 7H); 6. 96 (s, 1H), 6. 62 ( s , 1H), 
5. 25 (s, 2H) , 2. 14 (s, 3H) 
[ SI ft ft 9 3 

2, 2, 2-HJ7J^D-N- (2 - (3-/h + y7i-f) 
20 If*) I^>7SF 



CI 




CQ 2 H 
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3 - .* Ky7i-JHfi75>2. 0 g?DMFil|^l, 

2 4ml SITLfc. ^Ill^ijlf^7> >2. Oml 51^, 
licit - ■*0****««#bfc. »aibfc<S3Bi*#2Kt«*x 
5 ;w © ^ * fc. a ^ t? s J6 * ± * , WiftJl£3&fni&<t7> ; E~'7A 
»»***T.«c» b » «E«* MJ 2 ATtt&bfcft, MF IK 

s b * b & . i/'j*y;^D7hy77^-?»8L. iaoft^ 

#J 2 . 9 7 g («*9 IX) * n Tc . 

1H NMR ( 2 7 0 MHZ) : <5 (CDC13-D20) 7. 3 
10 - 6. 6 (m, 4H), 3. 97 ( s , 3H), 3. 62 ( t , J 
= 7 H Z , 2H), 2. 86 ( t , J = 7 H Z , 2H) 
EllM'lO] 

2, 2, 2-hU7;U*P-N - (2 - (3-hKD + '>7x^ 



8tifiW9T#fc^fc^«J8 9 1 m g £ v £ o D ^ -9 > 1 0ml (C $ 

«u f 6tifc^»i:s<t7JH-^A2. 5 g £ an /t . 5gna, 

b . iiOft^ft5 4 9 mg (6 5%) * » . 

1 H NMR (270MHZ) : 5 (CDC13-D20) 7. 3 
25 -6. 6 (m, 4H), 3. 6 2 ' ( t , J = 7 H Z , 2 H ) , 2. 
86 (t, J = 7 H Z , 2H) 

[ m it m i i ] 



15 
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3 - ( 3 - v 7 J 7 x n )V ) - 5 - (3 - ( 2 - ( 2 , 2, 2 - b 




;i/ 1 )V 7 * U > 5 m 1 fc m & b > mtOtTDEADl 7 8 u 1 
S«Tl/fe. #&nfc»«l:, (2, 2, 2-MJ7JUD-N- 
(2 - ( 3 - k K □ * v 7 x X ;U ) If X*>75h*6 1mg, 
10 3 - (3-->7;7i = *) - 5- (kHD^$/^f;H ^Iff 
^)HXrJI'7 0nigJi^:. £fiT?-l!fe«#l/. iM.it7 

# » S £ O '>U*yj^07h^57-f-T»8L, m.m<Dit 
£ 7 9 m g (6 2. 5%) a« 8 5 n fc . & £ @ # 0 
15 1H NMR (270MHZ) : <5 (CDC 1 3 ) 8. 2-6. 8 
(m, 11H), 5. 15 (s, 2H), 3. 97 (s, 3H), 
3. 62 ( dt , J = 7 H Z , 7HZ, 2H), 2. 89 (t, 
J = 7 H Z , 2 H ) 

immm 9 ] 

20 3 - (3-75 > J y7xz:;i/) - 5- ( (3-75/-2-If 

;i> ) 7 x y * > * ;p ) $lSi^;nxfA 




i 

C02Me 

©Ml lT#6ftfcft^t70mgSffll>T. H£09 5 
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<D R Jfc £ ft l> , iiO^^ll 1 6. 2 m g £ # /c . & 0 # . 
1H NMR (270 MHZ) :6 (DMSO-d6) 8. 3-6. 
7 (m, 11H), 5. 22 (s, 2 H) , 3. 88 (s, 3 H) , 
2. 89 ( t , J = 7 . 4 H Z , 2H), 2. 73 (t, J = 7 . 
5 4HZ, 2 H ) 
10] 

3 - ( 3 - 7 3 P J 7 x X )V ) -5 - ( (3-7i/-2-If 

;i/ ) 7 x y * v * ;p ) ft A # 




* $ & 1 m 1 £ jd , -fti[fiT««'Ufc. # & i? t * *o t , mm 

* « £ L & « , HPLCTSSU &M<Dit-et® 3 . 2mgS#fc. 

& fe El # o , q 

15 1H NMR (270MHZ) :<5 (DMSO-d 6) 8. 4-6. i 
8(m. 1 1H) , 5. 19(s, 2 H ) , 2. 91 ( t , J = 7 . j 
8HZ,2H),2.74(t.J=7.8HZ,2H) 1 
[ftfiM 1 2 ] 

J 

3 - (3-vTy7xn;i/) - 5- ((2-757 ( 3 - tf U >> P j 

20 * v ) ) ^ ? )v ) ft m s at ^ ? ;u x x x ;p i 

i 

j 

NH 2 - S 

I 1 

C02Me : 
§I#1^T, Si£0iJ 4 T# 3 - ( 3 - v 7 y 7 x -5 .' 

-kKD + vy^;i/ftm#^y^;i/xxx;Pioomg$^M^> 1 
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1£>\z»frL , Z-<D®miZ. IIT, 2 - 7 s y - 3 - k F □ + ■> 
K'Ji?>6 2mgSlllA&. JtffcLfc HJ^fA7* 
7. 7 ^ > 1 3 8m lmg, ry^AJUVib'X^^JbJ? H ; 
TM AD 9 7mg*to*fc.£fiT-tt$*#L,»J«*«*L, 

0 m g (39%) # ft e> n tc ( & ft , & H ) . 

1H NMR (270MHZ) : 6 (CDC 1 3 ) 8. 3-7. 5 
(m, 8H), 6. 99 (d, J = 8 H Z , 1H), 6. 6 (m, 
1H) ,5.18 (s, 2H) ,3.97 (s, 3H) 

io immw i i ] 

3 - (3-75^77x^)1.) - 5- ( (2-75 / (3-fcfUv 
D * -> ) ) * ? )V ) ^Itt/f jUXf^ 




I 

C0 2 Me 



15 m.m.m\ 2 xn t>ntz\t&m $ smgimt^f i'>i omi t 

8 l , 7 ^ y - ;u o . i m u m a , ^ ro»ii:ot-pift*i 

f enfcS#t^Sl7> : E-7X^;-)^I 1 Oml £ fln £ 
fiT8l$ra«#U&. HPLCT^-^^^L. 
20 llOt^^l 9mg (4 0%) * % tz . & B # . 

1 H NMR (270MHZ) : 6 (DMSO-d6) 8. 4-7, 
5 (m, 9H), 6. 8 (m, 1H), 5. 43 (s, 2H), 3. 

9 2 ( s, 3 H ) 
[111! 1 3 ] 

25 3 - ( 3 -V7/7I-JH - 5- ( (2 - 75/-4-^f JI/7 
x / * -> ) 7?^) Slil^JH^f)!/ 
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C0 2 Me 



S it 0>J 2 ^«©^STf2 - 75 7 - 3 - fc H D + y- t! U VXD 

5 iiO^^Hj 1 2 Omg (quant. ) 

1H NMR (270MHZ) : <5 (CDC13) 8. 2-7. 5 
(m, 7H), 6. 8-6. 5 (m, 3H), 5. 16 (s, 2 
H), 3. 97 (s, 3H), 2. 23 ( s, 3H) 

[mmm 1 2 ] 

10 3 - (3 - 7S^;7i-jn - 5- ( (2-75y-4-^5 1 ;i/ 

7 x y + y ) ^ ^ ;w ) $lli^?;nxf^ 




CQ 2 Me 



li it #J 1 3T?#Sftjfcrt:£4&£ffllr>T, Hl^J 1 1 tRiOSJS 
15 £ ?T , tlOi^ll Omg (9%) £ # £ 0 M&ffifco 

1 H NMR (2 7 OMHZ) : S (DMSO-d6) 8. 4-7. 
7 (m, 7H), 6. 9-6. 5 ( m , 3 H ) , 5. 24 (s, 2 
H ) , 3 . 9 2 (s, 3 H ) , 2 . 1 5 ( s, 3 H ) 

in mm i 4 ] 

20 3 - ( 3 -y7;7i^JH - 5- (3-7577x7 + 1/ * 9 

)i ) % m # m 7 ? )v x x t- )\y 



WO 99/26919 



PCT/JP98/05210 



34 




I 

C0 2 Me 



S1M1 2 tH«C*J6T2-75;-3-tI«D*'>i;U?> 

cftfcDt, 3-75 /7i;-;i/*ffl^Tfi«*ff^. mmoit 

5 1 H NMR ( 2 70MHZ) : <5 (CDC13) 8. 2 (s, 1 
H), 8. 1 ( s, 1H), 7. 8-7. 9 ( m , 3H), 7. 6 
5 (d, 1H), 7. 55 (t, 1H) , 6. 95-7. 10 (m, 
1H), 6. 15-6. 45 (m, 3H) , 5. 12 (s, 2 H) , 
3. 95 (s, 3 H ) . . 4 . 2-3. 5 ( b s , 2H) 

10 1 3] 

3 - (3-7S-;/7i-JK - 5- (3-75/7x7* v;*? 1 

)V) ssf m # $? / a x x x ;p 




C0 2 Me 



15 S it *l 1 4T»5tlfcfl:6«*ffiUT, H fifc 0>i 1 1 tmm<DRfc 
&ft^£.m<Dit&y>l 8mg$flf;. IR^3 0%. 
MS: m / Z 376 [ ( M + H ) + ] 

i&mm i 5 3 

3 - (3-'>7/7i=*) - 5- ( (4-I?A-3-kFDt 
20 v 7 x / * v ) 7^;P) ^Itl^f ^XXf Jl' 




I 

C0 2 Me 
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;u ^ ;u 7 # u > 1 om 1 iz®ML > :nnortDEAD 2 0 3 # 

1 ^ITlfc, # e. tX 7c & K , 4-Iff-3 - (tert7f 
Jk7^f Jl'yyjl't+y) 7iy-A7-6mg, 3 - ( 3 - v 7 / 
5 7 x - ^ ) - 5- (kFn^>^;M Jl#»^fjnxf*8 
OrngSlBU. £ fl T - ft J« # b » aHbT^^^tfATKjftifcfcaE 

10 A'JDAl 0 0 m .g « to A , - ft « # L fc . »Hftx^;i,£;fc©il£ 

TMSl, *80fl:d«5 3mg (3 7%) £ f» fc . 
1H NMR (270MHZ) : 6 (CDC 1 3 ) 8. 2-7. 5 
15 (m, 7H), 7. 03 (d, J = 8 . 4 H Z , 1 H ) . 6. 5 
(m, 2H), 5. 09 ( s , 2 H ) , 3. 96 (s, 3H) , 2. 
57 ( q , J = 7. 5HZ, 2 H ) , 1. 20 (t, J = 7. 5H 
Z , 3 H ) 

[ ^ m m i 4 ] 

20 3 - ( 3 - 7 S^/7i-;H - 5- ( ( 4 - - 3 - k F O 

* "> 7 x J * ) ;* ? ;P ) ^Iti^f MXf^ 



25 tfML £ % 1 6 m g (2 9%) £ f# £ . *S £ @ # . 

1H NMR (270MHZ) :<5 (DMSO-d 6) 8. 2-7. 




CC>2Me 
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6 (m, 7H), 6. 9 4 ( d , J = 8 . 1HZ, 1 H ) , 6. 4 

5 ( m , 2H), 5. 17 (s, 2 H ) , 3. 91 (s, 3 H , OC 

H_3 ) , 2. 45 ( q , 3=7. 3HZ, 2 H ) , 1. 08 (t, 

J = 7 . 3 H Z , 3 H ) 

5 1 6 ] 

3 - t - 7 5 1 )V P * ? )V : s U )V * * <> £ 11 $ & ^ x ^ 



5 0iJiL©77X3l:3-kHD + i/^J||S^f JH. 5 3 g, 
10 'f 6 9 g$An, If^SglTiULfc. d ® * 

DMF 5mL^mA, 0 1C « # b & . dOfcttffcififc t - 7 x 
Jk^^fil'y'JM. 5 7 g$jD^., & C # £ b O t3 - Ift it # b 
. i&»iMfc7>^x9A7K8tt*fln*.£Jfc£f?Ji:b, 5? X x )V X 
- x » T tt ffl b . Wm®^7K, ^fna^TK^^'J^ATK^M, ffi 
15 fn^^7KTWS^^#b, aEKT^*'>^A±Tft«IS*fc. i§ & £ 
«JETTSiLgiC£#«|l. 6 9g$#fc, t$9 8%. 
1H-NMR : 5 (CDC I 3 ) 7. 64 (d, 1 H ) , 7. 49 
(s, 1H), 7. 29 (t, 1H), 7. 03 (q, 1H) , 3. 
91 (s, 3H) , 0. 99 ( s, 9H), 0. 21 (s, 6H) 
20 1 7 ] 

3 - t - 7 x >v v * x -> u ;i/ ■* * v ^ > ;i> 7 ;p n - jv 



TBDMS Ji^L^ 

OH 

1 0 0mL(577X3l:*Ift l J?n7J^-!)A 5 6 3mg 
25 £ A *l , *rt*a*TBlfcbfc. :o^C^lf JH-fin 0m 

l £ jm a. o t: -e at # b . zaymm* izmmm i q rmrzit&m 
2. 6 3 g*j;if;n-fjn o mL izmmbtzmmz to 





WO 99/26919 



PCT/JP98/05210 



37 



0 "CT 3 0 # » # U . 7K 1 . 5mLJITLSi5*#Jhl, St 
ia»«Ett±hU^A2K«FttJW5 OmLSJOAfc'. lloWIU^ 
«!/, $&£MJETT@£b, « IS O fl: ^ « 1 . 6 9 g^flfc. JR 
$7 2%. 

5 1 H — N M R : <5 (CDC1 3 ) 7. 21 (t, 1H), 6. 94 
(d, 1 H ) , 6. 86 (s, 1H) , 6. 76 ( q , 1H), 4. 
64 ( d , 2H), 0. 99 (s, 9H), 0. 20 (s, 6H) 
[ft&M 1 8 ] 

3 - ( t - 7 f )V p * 9- )V 9 s "J )V * * 5/ ) 7i:;M?JP7tf- 



2 0 0 mLO7 7X3CSl« 1 7Tf 1 . 6 9 g £ A 
n, ^rt^^^Tg^Ufco IO^i:^i;DD^^>2 OmL, tf 
15 U v > 1 . 1 m L & flP A , OtTStflfc. :©I«fl:Sft7t 
f;H. OmL^Tb, ili:#filo^-ft»[^ifc. * £ }JP 
* £ £ # ± L , iJifjl/X-f ^TiffiLfc. :£ t£ H £ * , ffi ft 

?A±T<£tt3-frfc. iSJI£MflETt®4UtS0<t6i 1 . 9 2 
20 gf#fc. iR$9 6%. 

1 H — N M R : d (CDC1 3 ) 7. 23 (q, 1H), 6. 94 
(d, 1 H) , 6. 83-6. 77 (m, 2H) , 5. 05 (s, 
2H), 2. 11 (s, 3H), 0. 98 ( s , 9 H ) , 0. 20 
(s, 6 H ) 
25 [ftftft 1 9 ] 

3 - k KD^r i/7x-;Mf JPTtf - h 



10 h 




O 
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HO 



jCLo 



r 



o 



2 0 0 mL©7 7^3l:fiI«| 1 8 Tntcit/Sm 1 . 9 2 g £ A 
n> :©«f t7t h-h'JJH 5mLt»A, 0 V T it # b 7c . - 
©^^^(CBSS^b^^S'J^^Al. 9 2 g 5 iO ^. . Z.<Dfcfom 
5 $ 4» 13 & 8? 0 . 4 2mLi7tMh l JJl'5mLfcKf«l/tilK 

1 OgSffc. # ^ nfcfii^ft « y U A y ^* 7 A ^ □ 7 h ^ 7 
10 "7 f - T *!f $3 L > ^ H W <t £ $1 9 8 9 mgS#fc. «*8 8%. 
1 H — N M R : <5 (CDC I 3 ) 7: 23 (t, 1H) , 6. 93 

(d, 1H), 6. 88-6. 75 (m, 2H), 5. 22 (s, 
1H), 5. 0 5 ( s, 2H), 2. 12 ( s, 3H) 

[ IS it M 2 0 ] 

15 (3 - ( (3 - (3-->7/7iX;H - 5- ( * h * v * ;P # - 



© it #J 1 9t#fc3 -7t h^y^f ;i'7i;-;^ffl^T, g» 
fc. iR$7 6 %. 

1 H - N M R : 3 (CDC 1 3 ) 8. 20 (s, 1H), 8, 13 
(s, 1H), 7. 95-7. 85 (m, 3 H ) , 7. 68 (d, 
1 H ) , 7. 58 (t, 1H), 7. 29 (t, 1H), 7. 05 
25 - 6 . 90 (m, 3H), 5. 18 (s, 2H), 5. 05 (s, 




V 



COaMe 
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2H) , 3. 95 (s, 3H) , 2 . 12 (s, 3H) 

mmm 2 i ] 

3 - (3-'>7/7x-;i/) - 5- ( + 7 



2 5 m L © 7 7 X 3 (3 fi£ff| 2 0 T f# fl: £ 1 2 6mg^An, 
THF 2mL4Jl^0tT«j$tfc. : t 1 t 

10 ««CI:5a5E*Kftt h 0 6 6 m L , ^/-;nmL 

£ flP A. , 0 *C T J* # L fc . £J5ii«»7LitIi*TLC-C*Ilft 
ft , l$£}&m7k$i£0. 6 6mL*»it. »«6KETTfi4 

L & ft , Jn^S^xf ;PT3@itt]Ufc. wmn^&ft&tgTK 

15 L , &U<Dit&lfa 1 1 4mg£f fc. 8 %. 

1 H — N M R : 5 (CDC1 3 ) 8. 20 (s, 1 H ) , 8. 10 
(s, 1H), 7. 80-7. 95 (m, 3H), 7. 68 ( d , 
1H) , 7. 58 (t, 1H) , 7 . 30 (s, 1H), 7. 05 
(s, 1H), 6. 90-7. 00 (m, 2H) , 5. 20 (s, 
20 2 H) , 4. 70 (s, 2H), 3. 95 (s, 3H) 

immw is] 

3 - (3-75-;;7iUH - 5- ( (3-kFD + y/fiM 



5 




CO^e 
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0 JO 



C0 2 Me 



SffVi, ^mnitG® 3 9 m g £ ?# . «$3 3%. 
MS ( M + 1 ) = 3 9 1 
5 [ « iE « 2 2 ] 

3 - (3-'>7/7i-JH - 5- ( (4 - 7 i 



10 ^ii0!ll2<i:l^^©^34T, 2 - 7 5 y - 3 - t F D 4 y If U ^ 
IOfL^*7 5mg (54% ) £ # fc . 

1H NMR (270MHZ) : <5 (CDC13) 8. 2-6. 6 
(m. 11H), 5. 12 ( s, 2H), 3. 96 (s, 3 H ) , 
15 2.9 2 (s, 3H) 

[ % m m i 6 ] 

3 - (3-7;y/7iI^) - 5- ( (4 - 7 5 / ) 7 




C0 2 Me 



H 




CC^Me 
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£ ff v> » tiffljt'&ill 5mg (10%) zntc M. £ H # o 

1H NMR (270MHZ) : 5 (DMSO-d 6) 8. 3-6. 

6. ( m , 1 1 H ) , 5. 12 (s, 2H), 3. 88 ( s . 3 H ) , 

2 . 9 1 ( s, 3 H ) 

5 t Si m M 2 3 ] 

3 - (3-V7;7i=A) - 5- ((4 - (N, N-y^f 




i 

C0 2 Me 



10 S it M 2 2 T & £> n Ac <b £ * .3 0 m g £ D M F 3 m 1 fc: » * 'L fc . 
inca^ft^fiH 7mgtiKK*U^Al 7 m g in ^ , - B& SI 

B«ft^« 1 8mg (5 7%) £ # fc . 
15 1 H NMR (270MHZ) : 6 (CDC13) 8. 2-6. 5 
(m, 1 1 H ) , 5. 10 (s, 2H) , 3. 96 ( s , 3H) , 

2 . 9 1 ( s, 6 H ) 

[mmm 1 i ] 

3 - ( 3 - 7 5 =J J 7 x -;i/) - 5- ( (4 - (N, N-^*^;P 
20 73/) 7 x / * v ) ^ ^ ;i/ ) ^ISt^f JH^f^ 



I 




I 

C0 2 Me 
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£ ft V> , Sii0ft^^5mg (1 5%) £ f# . 

1H NMR (270MHZ) : 6 (DMSO-d6) 8. 3-6. 
5 (m, 11H), 5. 11 (s, 2H), 3. 93 (s, 3H), 
2 . 9 2 ( s, 6 H ) 
5 [ftjftfl 2 4 ] 

5-kFD + y<70h''J>-2-KI t e r t^fJUXf 



10 4#mi¥2-6 2 8 7 5fcj*3ft*^j£fctiE^T*#Sftfc5-fcK 
□ ^ y-f V-f > H U > • 5 0 0 m g S * 8 m 1 tl, 4 

- v ^ + -9- > 1 5ml ®fi£*FJ*fc8j&>b, V - t e r t - 7^)1 
A-#4-h5 8 OmgilN*«fttb»J!> A7K 8i2. 3ml 
S Jq *. fc . ifiT2Kf^}IfH, l&itT > -V AMmmiZftH , 

T, 14)JiHTgiO|^l!4 8 lmg (88%) £ # jfc . 
1H NMR (270MHZ) : MCDC1 3) 7. 3-6. 7 

( m , 3H), 4. 39 (d, J = 1 2 H Z , 4H), 1. 51 

( s, 9 H ) 
20 [ ft £ 0« 2 5 ] 

3 - ( 3 - .3/ 7 7 7 x - ;P ) - 5- (2 - ( ( t e r t - 7 ^ ) 

* * v * ;i/ * - )v ) -f v -f > H u > - 5 - -i )V * * > * ^ ;u ) £ 





C0 2 Me 
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SI«9Jl2iBI©^i£T2-75;-3-tHD^i'tfU^> 
(DRt> *) C , 5-kFa + y-fyOh''J>-2-*M>lt e 
r t^^;PX^x;i/SfflV»TSJK*ffVi. ^ H (D fl: £ $J 1 8 4mg 
(quant. ) £ f# c 
5 1H NMR (270MHZ) : 6 (CDC 1 3 ) 8. 2-6. 8 
( m , 10H), 5. 17 ( s, 2H), 4 . 7-4. 5 (m, 4 
H), 3. 97 (s, 3H), 1. 51 (s, 9H) 

[ n m m 1 s ] 

3 - (3-7Sy77i-JH - 5- ( -f V < > h* U > - 5 - ;i/ 
10 t*y^f;M SISSE^f jUXfil' 




C0 2 Me 

* ff V> , iiOfb'&i 7 0 m g (4 1%) * f§ Tc « 
15 1H NMR (270MHZ) :<5 (DMSO-d 6) 8. 4-6. 
8 (m, 10H), 5. 27 (s, 2 H ) , 4. 15 ( d , J = 1 
1HZ. 4H) , 3. 92 (s, 3H) 

[mmm 1 9 ] 

3 - (3-7S?;7i = *) - 5- ( (2 - JH < 

20 V -f > H U > - 5 - -f )V * * -> ;* ^ ^ ) ^III^JUXfA 




COsMe 

1 8 tf^nfc \tp m 4 0mg*X^y — ;i/5m 1 {3 
l:xf jP7th-f 5f-hS8i£6 Omg i h'Jif 
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)V 7 5 > 0 . 1 0ml £ A > - Ift « # b fc . M £ gf * L . & *B 
HPLCTSSIT, iiOf^l!3 0mg (70%) £ # . M 

1H NMR (270MHZ) : 6 (DMSO-d6) 8. 4-7. 
5 0 ( m , 10H), 5. 31 (s, 2 H ) , 4 . 83 (dd, J = 
11HZ, 60HZ, 4 H ) , 3. 9 2 (s, 3 H ) , 2. 34 

( s, 3 H ) , 1 . 7 8 ( s, 3 H ) 

[»ifi« 2 6 ] 

3 - ( 3 - v 7 J 7 x ~ » ) - 6- (kFD^y^^) gift 
10 JUXfJI/ 



C0 2 Me 

IS^f;U^f JH5fthDI:6 - fc F d * v y ^ ;u - 3 - 7* D ^ 
m g (73%) £ # „ 

1H NMR (270MHZ) : S (CDC13) 8. 1-7. 4 
(m, 7 H ) , 4. 78 ( d . J = 5 . 9 H Z , 2H), 3. 95 
(s, 3H) , 1. 72 ( t , J = 5 . 9HZ, 1H) 

20 t si m m 2 7 ] 

3 - ( 3 - v 7 y '7 x - )V ) - 6- ( (3 - (N-Boc-757 
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mfcw 5 tmm © # j*t . m it 0>j 2 6 Tt#fc^>^>7;^-^ 

£ , 7i;-A0ftfe'DI:3 - (N-Boc-7S/^f*) 7x 
y - * ffl ^ T'fi « * tf V> , HiOft^ll 08mg (4 5%) £ 

5 1H NMR (2 7 0MHZ) : <5 (CDC 1 3 ) 8. 1-6. 8 
(m, 1 1 H ) , 5. 12 (s, 2H), 4. 30 (d, J = 5 . 
7 H Z , 2H), 3. 97 ( s , 3 H ) , 1. 47 (s, 9H) 
2 0 ] 

3 - ( 3 - 7 5 v 5 y 7 x n ;l/ ) - 6- ( 7 x 



fi it m 2 7T*tS*lfc{L£4l!lffllr>T, SfcKfll-fcHUKfcfifctfT 
V> , llfflft^il 6mg (10%) £ & fc . ' & ft Bff . 
15 1H NMR ( 2 7 0 MHZ) : d (DMSO-d 6) 8. 2-7. 
0 (m, 11H), 5. 19 (s, 2H) , 4. 0 ( m , 2 H ) , 
3 . 9 3 ( s , 3 H ) 
[ 81 ft 01 2 8 ] 

3 - ( 4 - ( k Hn^ y^f Jl') 7 x - ;P ) ^ > X ~ h- U )V 



^T£*5*ffV»,*liO'fb'&*5. 5g (7 5%) *ntz. 



HN 




20 
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1H N M R ( 2 7 OMHZ) : 6 (CDC 1 3) 8. 0-7. 3 
( m , 8H), 4 . 79 (d, J = 5 . 6HZ, 2 H ) , 1. 78 
(t,J=5.6HZ,lH) 
[SSM 2 9 ] 

5 l-hFD + yt'->^D|3. 3. 1 ] J ± > - 3 - * > 

1000 ml 77X=i{C->^D^\4 : -by> 5 0. 5 8 g. *5 J: 7 ' 
± h&M * ? )l< 7 2 . 9 5 g*SH)il3, ^^;-^ 3 0 0 ml tJOA 

10 T ^ - m W. t L Tz . -D ~3 H X 2 8 % ± h 'J A ^ h * > H 1 0 1 . 5 3 1 
g?ID^< viD-F»|f ^#L, 7 2 If ^liS^fto fc. 

0€ffcfiJS«tt»»Ufc»,3KBfl:;&iJS7A7 2. 1 2 g © 1 0 0 m 1 
7k i« £ JP . 2 <blz 13 n*raa8ft*fTofc.EJSi*7«,fiJfc»ttt j 
«JET*a*S£L, z?9un*f>Xttom&fTr>1Z. W $ If « - ^ il 

15 ££a.«B»££*T?ift#Lfc&, MgSO^KSL, «ETi§«S 

* - k * t a , mm Lfzo a?i*^x^;i'X-7-;n:«fc0fi»asfT 

IIClt^ll^efigB^tLTi/; (4 1. 19g, 50%). 
1H NMR (2 7 OMHZ) :d (CDC 1 3 ) 2. 8-2. 2 ( m , j 
20 6 H) , 2. 2-1. 2 (m, 8H) 3 

"I 

immm 3 03 3 

2, 2, 2-hU^OP— 1- C7xx;L^h*v)x^><$> : j 



NH 




25 -JjUyZZtfLfz 100 ml 7 7 X D I: 6 0 t h 'J ^ ] 

AO. 8 6 8 g*lt0£0/33SBtfc£frofc«C^*tf>?-igft» j 

j 

1 

i 

I 
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L tz o ■o^ ^xwi&ynm^n ^ , m n % m m & z ft tz & , v x ? ;u 



9g»i-7^ 20 mi mm*® xit. ELfsmte* © * £ © ® g t 

5 20 # HI 8t # L & « , FHDDTtUHJJH Oml ^STL, 
aja*"e«0-o<O#fflL&3&«6 2 l$ W JI # L fc . K J5S ilft 7 ft . * * y 

10 f: ( 1 4 . 8 4 g , 8 8%), 

1 H NMR (270MHZ) : d (CDC 1 3) ; 8 . 5 - 8 . 3 \ 

(m, lH).7.5-7.3(m, 5H). 5 . 3 5 ( s , 2 H ) * 

[JISW3 1] 1 

1 - (7i-JM h + v 1 ) )£ is & O [3 . 3. l]y^->-3-*> i 



mmm 2 9 t # s n £ *t « © 5? x 5^ ;p x - x ;i/ 4 m 1 » ret , si & 

M 3 0 T/d fifc b 2 , 2, 2-h'J^DD-l - ( 7 x x ;i> * h + -> ) 

X^><5>2 6 OmgOylf JH-7^»I5»AT^-^It b 

20 tz & \Z 7 7 7, 3 £ * 7k m lz m L tz . *l:h'J7J^D^>^JU>| 

1 0 ju 1 * fln * . n> 1 < *) m S lz # S b ft: # 6 .17 B$ RQ ft # * ft o tz . 

&mm7'&> fcmmitwMx? ;n?#RbT»ffi*fT ^iz. tua- 

O £ <h , & *D S W * , mm-ki&7k<DM\zm.ft L fz'&, X a 2 S O 4 
"? Ji b . MJETi§&£@£b, aUtA^A^DYhCtOUfiL, 
25 *BO<b6»*»fc ( 1 2 Omg, 7 0%). 

1H NMR (270MHZ) : d (CDC13) 7. 5-7. 2 ( m . 



5H), 4. 51 ( d , J = 1 . OHZ), 2. 8-2. 3 ( m . 5 



L , 5 # RSH5 £ }f # b £ > * X a - l/T ^ > V )V 7 )lu - )V 7 . 1 



15 
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H), 2 . 1 - 1 . 9 (m , 3H), 1. 8-1. 2 (m, 5H) 
[ m it #1 3 2 ] 

1- (7i;JMK->) - 3- 7 p ny-2-X^;i/t:v^n[3. 3. 

i ] y -f > - i - ^ - )V 

— # 3 ft L 2 0 Om 1 7 57 3 K **Iftt »J A 6 . 1 1 
g ft A *K k-h#>TJ]0&Lfc#5S£$L, £3Rfitfcftfrofc. o ^ 
^TTHF 6 Om 1 S»ATfi»*tL, £ © t 2 n ffi fit W L tz. . # (3 
10 £ ^ SffcT . 1 - (7i:*n + y> t* -> J7 o [ 3 . 3 . 1 ]y t>- 
3 - > 2 gWTHF 2 0m 1 » «t ft fln * . lt^^^^TT'it^Sfi 1 
■o £ & . 77X3lJ*ic^|;f LT^^It, K> ? < Q £ 1 M7 V frl'tf 
* -> 7 A 7 P 5 Hi 6m 1 ft « T L . fiJS8ni-t<B**®fi«Tl 

Wf pai at # l & © ■& . * t » ^ l fc & it 7 > * - 9 a tk m m t ffl a l\ v 

L . > 'J * ¥ )V tJ 7 A 9 o T h IC «k 0 ft 9t f & £ . S II CMfc & to # JBl tK 
ftil/THSnt (1. 66g, 7 1%). 

1H NMR (270MHZ) :d (CDC 1 3 ) 7. 5-7. 2 (m, 
20 5 H ) , 6. 0-5. 8 ( m . 1H) , 5. 3-5. 1 (m. 2H), 
4. 50 (d, J = 2 . OHZ, 2 H ) , 2. 9-2. 7 ( m . 1 
H), 2. 27 (br, 1 H ) , 2. 25 ( d , 7=7. 3HZ. 2 
H ) , 2 . 0 - 1 . 5 ( m , 1 2 H ) ; 
[ Sit 09 3 3 ] 

25 3 - ( ;* h * -> j* h + v ) - 1 - ( 7 x = )V * h * ~> ) — 3 - 7 P 7- 

2- X~;Ufv^D(3. 3. l]/±> 
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2 5 ml 75X:i:8afl32TS5ftftlt6ll28. 2 m g £ ft 
OtO. y< V7o IfJUf > 1 m 1 SHDitT^-»«l t Lft. 

^IlIOllt^DD^f JMf JH-f^5 0 /i 1 £ Jn , ^iST 
5 8 1$ m & W L tz . KJEttS^x^x-x^TfffcLfcSK tttH^ffo 
. ttft*tt*Tift#Ufc«, N a 2 S 0 4 T 

'd » si r * t , «» © # « jW'* -f ;p t u t # s n < 3 ■ i . 3 m g . 

9 4%). 

10 1 H NMR (270MHZ) : d (CDC 1 3 ) 7 ! 5-7. 2 (m, 
5H), 6. 0-5. 7 (m , 1H) , 5. 0-5. 2 (m, 2H). 
4. 7 5 ( s, 2 H ) , 4. 50 (s, 2H), 3. 41 (s, 3H). 
1. 4-2. 5 (m, 14H) 

[ m m m 3 4 ] 

15 ( 3 - ( 3 - ( * h * >> * h + v ) - 1 - ( 7 x - ;i/ y h * v ) t' -> * 
□ [3. 3. 1 ] y > - 3 - -r ;i/ ) - 1 - * — 




i 



50 ml 7 7X31:, 3 - (^^->^l«*'» -1- (7i=A 

- 3 - 7 o y- 2 - X - )V \L -> * n [ 3 . 3. 1]/^>41 j 
lmg^ttDtO, » JEE T & Ji L , ^^S^^ffofco & iz . £ 3? J^ifi 

*7>-THFJ§&0. 6 2ral SU)o< DSTLfc. 

tOlfllTl. 5 ^f a 1!f j$L, TLC tlfl#l*l/ftC*IIELT 1 
* £ ^ * y - Jl/ 0 . 5ml \ lM*a<ttMJ^A*»Slml, 3 
0XiaK^k7K**4ml.©JgtttiA. S^i:4 0 # « # U . & , \ 



20 



25 



1 
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R f$ * v X ^ )V X - x ;U T # R L , ^ 3" a Bfi ^" h U A > If*,' IS 

T # S ft fc (348mg, 80%) . 
5 1H NMR(2 7 0MHZ) :d (CDC I 3) 7 . 5-7. 2 ( m . 
5 H ) , 4 . 70 ( s , 2H), 4. 49 ( s , 2H) , 3. 7-3.6 
(br, 2H), 3. 4 1 ( s, 3H), 2. 5-1. 3 ( m , 17 
H ) 

[ fi it 0>J 3 5 ] 

10 3 - (3 - (^h^y^Ky) -1- ( 7 x n * h * -> ) f •> i7 d 
[3. 3. 1 ] J > - 3 - -f ;i/ ) 7 o t: ;U p- hJH>Xf - h 



25 ml 7573l:»»ffi3 4T?H5tltfc^ll4 7mgSttO t 
15 0 , y?DD^>«H!U^-»«HtC5, t: U -7 > 2 5 y 1 . 
p-HH/7JU>i^DiJF3 1, 4mgWjl|g{lijn^,^^T 3 
BtlSS^t/;. *C F l Jl? 1 il'75 > 2 0 m I ^JOX, $ b (I 2 2 Of 
M « # L <8 5 , M«i«i:ylf ;H-f ;^JPXT$»}1, JfttUt 

£ffi0<fc£*##5ftifc (3 9. 0 m g , 5 8%) . 
1H NMR (270MHZ) : d (CDC 1 3 ) 7. 9-7. 2 (m. 
9H), 4. 61 ( s , 2 H ) , 4. 47 (s, 2 H ) . 4 . 01 ( t , 
7 = 6. 3 H Z , 2 H) , 3. 34 (s. 3 H ) , 2. 44 (s,.3 
25 H), 1.4-2. 4 (m, 17H) 
[ft&4«3. 6] 

(3 - ( 3 - 7 5> K 7* □ t! ;P ) - 3- ( * h * -> ;* h * v ) - 1 - ( 7 



BnO 




WO 99/26919 



PCT/JP98/05210 



51 



x - )V * h * v ) t'y^D[3. 3 . 



1 ] / ± > 



BnO 




2 5m 1 77XDl;SIW3 5©^FttTfl6nfcfl:#4lll 8 2. 0 
5 mgiT^ftt MJ -5A5 3. 7mgi$ttDtD, -/^f*)^7 
5 Mm 1 ^UlitilT 2 1 P*M*#*fT^&. TLCfM^S* 

JET}&&£@5&L£. 3S» * v U * y ^* 5 A f p 7 M: J: 0 
10 t. XlOft^* (12 2. 6 m g , 9 IX) A«j|5nft. 

1H NMR (270MHZ) :d (CDC 1 3 ) 7. 5-7. 1 ( m , 
5 H ) , 4 . 69 ( s , 2 H ) , 4 . 50 ( s , 2 H ) , 3. 41 (s, 
3 H ) , 3. 26 ( t , J = 6 . 3 H Z , 2 H ) , 2. 5-1. 5 (m. 
1 7 H ) 
15 [ M it M 3 7 ] 

(3 - ( 3 - ( * h * v j* h * ~> ) -1- (7iUM h^y) fc' -> ? 
□ [3. 3. 1 ] J > - 3 - -f )\> ) yot c ;U75> 



20 5 0 ml 0g^S£ii:fiHfiJ 3 6 ©^STfl/dH^^ 0 . 9 9 g 
£.fctfPd-CaC0 3 9 7mg£ffD£!5 4 ft^LT£3ig&£fTt> 
fc O •& . i^y-JH 0 m 1 Sm^TBSiHt l/fc. SfcK^st&Btfefcfr 
H . ifiT2^ffl||«iLfc. TLC-eSROi^SWBl&O^, 5 £ 
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umr mm t , mm® <t& ® co. 8 2 o' g , s 9 %) 

1H NMR (270MHZ) : d (CDC 1 3 ) 7 . 4-7. 1 (m, 
5 5 H ) . 4 . 6 9 ( s , 2 H ) , 4 . 5 0 ( s , 2 H ) , 3 . 4 1 ( s , 
3H), 1. 3-2. 8 (m, 19H) 

[mmm 3 8] 

2, 2, 2-h'J7JKn-N - (3 - (3 - ( ;* h> v * S * v ) - 
l--(7i-*^t J /) k* -> 7 o [ 3 . 3 . 1 ] 7 > - 3 - -i )\, ) ~? D 
10 tf >) 1^/75 H 



M #J 3 7TH6ftfcftd*0. 8 2 g<Dv?oo*^>20mljg 
& tc , t! U v 5 > 1 . Oml, h "J 7 ;u # □ ft K M 7K 419 1 • Oml oil; 
15 J)D X. , ifiT 1 S^1»i*$fTo/;. KM H 7 £ T L C T % ff L it <Z> "6 , 

s & «■« » ee t * & & e * t . si tt 5? x 5 1 » x - f- ^ t # src l & ©■ 

L , «ET*tt£S'5t5 t. 1 1 0 ft ^ 13 (0. 9 9 8 g , 9 5 
% ) ■*« #5nfc. 

20 1 H N M R ( 2 7 0 M H Z ) : d (CDC I 3) 7 . 5 - 7 . 1 ( m , 
6H), 4. 71 ( d , J = 1 . 3HZ2H), 4. 50 (s, 2 H ) , 
3. 43 (s, 3H). 3. 31 ( A B q J = 6 . 3, 5. 3 H Z . 2 
H),2.5-1.4(m. 17H) 

[umm 3 9 ] 

25 2 , 2 , 2 - K 'J 7 > * □ — N — ( 3 - ( 1 - k H P + v - 3 - ( * h 
* v * h + v ) t* v i7 a [ 3 . 3. lJ/>-3--f;i') 7 □ If ;iO X^ 
> 7 5 K 
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/I OMOM 

ho yj^y^^^- NHC0CF 3 

5 0 ml 8ft*7 77 3l:»I«3 8T#fc<t#» 9 9 8 mg&tf, 

5 i^y-;n om l ^iitiiitLfc. -d € izTkmm&Zft ^ > ^ 

fiT6B|1l!J«J*£fTofc. K*H7«, £J5tttt«iaSfx^TjtiK** 
Ifalr 2> t&mvit'&m (6 8 4mg, 86%) ^ittftittf^tlfc. 
1 H NMR (270MHZ) :3 (CDC 1 3 ) 7. 4-7. 3 ( b r , 

1 H , ) , 4. 71 (d, J = 1 . 3 H Z , 2 H ) 
10 H) , 3. 32 (Abq, J = 6 . 3, 5. 3HZ 

2 . 5 ( m , 1 7 H ) ; 
[fiififtl 4 0 ] 

3 - ( 3 - ( (2, 2, 2-MJ>7DD-l--f$/lh*'>) ;* ^ 
)l ) 7 3.=.)],) ^ > V = h y ;u 



3 . 4 9 ( s . 3 
2 H ) , 1 . 4 - 



15 



"TO 



O^CCI 3 
NH 



Mit^2 8 il^iffl^gt, ^>y^7^3-^©^fc O I: 3 - (3 

- > 7 y 7 x = ;u ) ^ > v ;u 7 ;u a - ;p * m ^ x s js £ f? v» , licit 

£ m ( 2 8 5 m g , 8 8%) ffi 6 ft . 
20 1 H NMR (270MHZ) :<5 (CDC 1 3 ) 

8. 6-8. 3 (br, 1H), 8. 0-7. 4 ( m , 8 H ) , 5. 4 
2 ( s, 2 H ) 

[ m m M 4 1 ] 

N - ( 3 - (l - ( ( (3 - ( 3 - «> 7 y 7 x - ;P ) 7xn;P) * h * 
25 v ) )l) t'y^o[3. 3 . 1 ] / > - 3 - -f U x > ) 7 □ If ) - 

2, 2. 2-h'J7A*DI^>7SH 
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NHCOCF3 



2 5m 1 7 y X 3 K M it 01] 3 9T#?>tlfc7^3-;i/ 2 4 5mg 
SXn. SlTSlLfc. j?xfM-f;i'2m 1 SUA, Otl; 
5 ftil. *tfL&)H5ilJI«l4 0T?#5nfchUf no-fSf-h 
3 7 7 mgOi?If ;n-f;Mmi»*sniAfc. 0 & , 2k & 
T , 8l^l»:#6hU7JI'*D^^>X^*>|l 0/» 1 * flu 3. , 
0 "C T 1 8 1$ R.1 If # L , Ii;h'J7;^D^^>x^*>|i 0 u 

10 ®.*mx, £ JE * # it b , flsax^i/Tttffll/, & 

& J£ * T ife # t . IlT^^y^ATSILfe. &&£MJET©£ 
L , y'J^'i^P^^^^-TlIL, %:m<Dit&%} ( E , 
l<Dm&m) 2 4 2mg . 

1H NMR (270MHZ) :<5 (CDC13) 7. 9-7. 8 
15 (m, 2H) , 7. 6-7. 4 (m, 6H) , 6. 6 (bs, 1H) , 
5. 4 (s, 2H), 4. 6 (m , 4 H ) , 3. 4 (m, 4H), 
2. 7-1. 4 (m, 7H) 

N [ m m m 2 1 ] 

3 - (3 - ( (3 - (3 - (2, 2, 2-fiJ7)PtD7i:f Jl'T 

20 sy) f u tf y =f > ) tr -> ^ p [ 3 . 3. 1 ] y = ;i/ * * -> ) 

;i/ ) 7 x X ^ ) ^ > X 7 5 v> > 




NHCOCF3 



5 0mLO7 7X3l:Ifc7>t^ l )A4 2mglAtl, 1^5: 
25 ^iTlllfc. -<7)^irM7Kh;PX>5mL^iP^O'Ct^J|Jt 
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re, ntw l in $ h v * ? & 7 )i $ - v a (i. o m a * -tf- >m 
tea) o. 7 7mL£jjD*, 2 mmm& l it . - r r fom&® 

IHtllftlLfcl, SI i£ M 4 2 T # <b #1 1 2 4 m g £ 1 0 
mL©MI/X>fc^31tfc*tt£Jo*.&. ^ © & > 80tTl 6 

5 mwmwbtc. mm v> m * * mm l tz'& , ->>j *y^2. o g ( z 

at iS b , ic^if jn-f ftt^lfc. * }§ £ x * y - ;p \z 

Kx5 l ;P*JlD.*JH»3-ttfc. * $ 4fc £ it i& L > ^IJMBETTSS 
10 |4l|39mgS#t. i^tlfclt^lKJHPLCTM 

SHI, tS»ft^|j^Ki2 9mgT#fc. «l * 2 2 X . 

1H NMR (270MHZ) : <5 (CD 3 OD) 7. 9-7. 8 
(m, 2H), 7. 6-7. 4 (m, 6H) , 6. 6 (bs, 1H), 

5. 5 (s, 2H), 4. 6 (m, 4H), 3. 3 (m, 4H) , 
15 2. 7-1. 5 (m, 7H) 

immm 2 2 j 

3 - (3 - ( (3 - (3-7S;7"ot:Uf>) t'->f o[3. 3. 
1 ] y - ;U * * -> ) )l) 7 x X )V ) ^>X75y> 




5 0mL©77X3|lHIM2 2T#fc£^«9. 9mgUn, 
5mL, * 1 . 5mL*l^fc, lfiTlSJfUA< 
^ 1 S^*Htt h 'J 1 9 8mL5JD^, IIT1 6 8# 

B«fftft. fiiSolff*HPLCT*BUfc«, llfSSil*® 
25 2 0 0 mLUD^SJ5S#ih3*fc. E«»i$iETTf4 t, 

ffi £ $J 1 2mg$#it. i^nfci4)$«ttHPLCT'»l!MS 
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1H NMR (270MHZ) :<5 (CD 3 OD) 7. 9-7. 8 
(m, 2H), 7. 6-7. 4 (m, 6H), 6. 6 (bs, 1H) , 
5. 6 (s, 2H) , 4. 7 (m, 4H) . 3. 4 ( m , 4H) , 
2. 7-1. 5 ( m , 7H) 
5 [ $g ifi M 4 2 ] 

5 - (3-~>7y7x-JI,) - 3- ( (2, 2, 2-hU^DD- 



io mmm 4 -en e,tiit<t&m*m»T * rn.rn.rn 2 8 tmMv&foz 
fr ^ . %m<Dit&m 1 . 5g (8 5%) ^#fco 

MS ( M + 1 ) = 4 11 

immw 4 3 ] 

5 - (3-y77 7i-JM - 3- ( ( 7 x - ^ ;* h + v ) * ? 
15 il') glti^fil'XXf JV 



C0 2 Me 

a mm 4 2Tifc<L6ii, > v 5 ;p 7 ;u □ - )v & m m. m 2 9 t 

W«fc£J&#f?^, mm<Dlt<&ys 5 6 m g (12%) Tf # . 
20 MS (M+l) = 358 
2 3] 

5 - (3-75v/7x-;i/) - 3- ( (7iZJM h^y) 




CO z Me 
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HN 




CO z Me 



% i&m 4 3 t # tz it m £ ffl ^ , ^ ie 0>j i i £ no *$ © & t? r j& 

£ ft V> . 8iOft^* 1 2mg (6 5%) £ # £ . 
MS (M+l) = 375 
5 [g)§«4 4] 

5 - (3-v7/7x~;iO - 3- ( ( (4 - (^?JHfM 7 



10 8I«!I4 2 4 - (/f JHf JH 7z-JM^ 

y - ;i/ * ffl T , «ii«2 9i:|g«tfiJCSff^, ^ II © fl: £ igj 5 

0 m g (1 0 % ) T ft 7c o 

MS (M+l) = 400 

[mnw 2 4 ] 

15 5 - (3-7S-;7 7iZJM - 3- ( ( (4 - (^fJUfjH 
7 x - ;i/ ) ;* h * v ) *?)\,) ^Ill^f JUXf^ 



C02Me 1 

20 * ff ^ , IlOft^Ill 4mg (40%) £ # 7c „ 
MS ( M + 1 ) =417 
[ft&M 4 5 ] 




C0 2 Me 
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3 - ( ( (3 - ( ( (ter t-^Ky) f} )V # ~ )V 7 5 J ) * 
?)V) 7 x - )V ) ;* h * -> ) - 5- (3-->7/7i: 

;i/ ) £ A § it * Ji/ x x x ;p 




$S jl #J 4 2 "Cm Tcit& V* t . (t e r t - 7 h * v ) - N - 
( (3 - (k Y U s s * )V) 7xn;U) ;* ;M *JK75 
m V> T , »iSfiJ2 9i:ra«tS^Sff^. ^i©ft#«!3 2mg 
(1 1 % ) T f# fc o 
10 MS (M+l) = 487 
[^I^J 2 5 ] 

5 - (3-7Sv/7x-;iO - 3- ( ( (3 - (7S/^f)H 

7 x x ;u ) ^ h * v ) * ^ )V ) $ISI^f;n;f^ 




C0 2 Me 



* ff $S0t^tt2 lmg (5 5%) £ # „ 
MS (M+l) = 404 

[*»*! i ] 

20 m&<t&mm.®%ixm? (fx a) is s # m <d m ^ 

«flc*2K*-5^ttifia«:iBft©^ra»a ( D M S O * * ^ ttx * 
y - & & U « ;* * J - )V ) *JPAfc7Kt^«?LT^fl£iLfe. tK 
T*l£|5g#^Lfc&ft7 0m 1 1 0 OmMMJXgll ( p H 8 . 
4) 9 0m 1 , 50mU/mlkhFXa50mMhUXfi««[ 
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( P H 8 . 4 ) $ $ 2 0 m 1 , 2mMlX (*-ft*;S-2 7 6 
5) ZnmL , 30^KOta^-Hfcl50^850(i 1 
£ * T ® ft S (A4 0 5) £ ®J Jg L fc . FXaCftbDChU 
ft ® *t£»]*fcfc©£:/7>*£L, & #: CD ft fc» 9 * £ Jn A fc 
5 OS3>l»D-;kLfc. 5 o %lSgtt (I C 5 o ) £ $ & , F 

x a mmttm v>mm t Ltz, 

f Cl*. ^115! 1 8, 1 9 0<t^lll: 1 C 50 = 0. 1 — Id 
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